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(54) PYRIDYLTRIAZOLES, THEIR PREPARATION AND 
COMPOSITIONS CONTAINING THEM 

(71) We, MERCK & CO. INC., a corporation duly organised and existing 
under the laws of the State of New Jersey, United States of America, of Rahway, 
New Jersey, United States of America, do hereby declare the invention, for which we 
pray that a patent may be granted to us and the method by which it is to be performed, 

5 to be particularly described in and by the following statement: — 

Gout is a condition affecting humans and lower animals, particularly birds and 
reptiles, which is characterized by perversion of the purine metabolism resulting m an 
excess of uric acid in the blood, by attacks of acute arthritis, and by formation of 
chalky deposits in the cartilages of the joints. These deposits are made up chiefly ot 

10 urates, or uric acid Hyperuricemia is a condition characterized by an excess of unc 

acid in the blood , . , , 

Uric acid serves no biochemical function in the body and is merely an end 
product of purine metabolism It is well known that the purine bases adenine and 
guanine, which play key roles in a wide variety of chemical processes, both give rise 

15 to uric acid in the body. Adenylic acid and guanylic acid are converted to the free 
purine bases by destructive metabolic enzymes. A portion of the free purmebases is 
converted to purine ribonucleotides and the remainder is degraded to die free bases 
xanthine and hypoxanthine. A single enzyme, xanthine oxidase, converts both xanthine 
and hypoxanthine to uric acid for excretion. o 0 

20 Although human purine biosynthesis can be inhibited at the stage of formyl ™ 

dvcinimide ribotide by the glutamine antagonists azaserine and 6-diazo-5-oxo-l- 
norleucine, a high incidence of undesirable side effects precludes their being used 
clinically for this purpose. In recent years, substantial progress had been made in 
attempting to control the extensive levels of uric acid in patients afflicted with gout 

25 through me use of pharmaceutical agents. Uric acid synthesis has been effectively 
blocked by the use of aUopurinol, 4-hydroxypyrazolo- [ 3,4-d] -pynmidine, a compound 
which is a structural isomer of hypoxanthine. AUopurinol acts as a specific inhibitor 
of the enzyme xanthine oxidase, which is responsible for the conversion of botn 
hypoxanthine and xanthine to uric acid As a direct result of the a&ninistration of 

30 this compound to patients afflicted with gout, part of the unc acid which would 
normally ^nd up m the urine is replaced by the oxypunnes hypoxanthine and 
xanthine, thus greatiy reducing the content of uric acid in serum and unne. Azathio^ 
prine hi also been employed in patients afflicted by gout to inhibit the excessive 
purine synthesis, which tends to produce abnormal amounts of unc acid. Other 

35 So^rTch as acetylsalicylic acid, tbiophenylpyrazolidine, and phenylbutazone 
have been used in the treatment of gout. Many of the existing compounds used injhe 
treatment of gout, however, relieve the inflammation and other symptoms connected 
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therewith but have no effect on the conditions which give rise to gouty arthritis or 
hyperuricemia. Thus, there is still a need for compounds which can be employed in 
the prophylactic treatment of gout, as well as for the treatment of other abnormal 
conditions associated with hyperuricemia. 

This invention is based on the discovery that compounds of the Formulas I and 5 
la are useful as anti-gout and anti-hypeniricemic agents in that they inhibit the action 
of xanthine oxidase and thus reduce the uric acid content of serum and urine: 



10 



r 

i 



la 



In Ihe formulae R x - represents hydrogen, alkyl, alkanoyl, carbamoyl, (Q_ 5 10 
alkyy-carbamoyl or alky^carbamoyl, R, represents phenyl,.^ alkyi)phenylt 

pyndyl or (C w alkyl)-pyndyl, and R, represents pyridyl or alkyl)-pyridyL 
Also useful for the same purpose are the N-oxides and non-toxic salts of such com- 
pounds, the N-oxides being of the pyridine nitrogen, atom. 
15 Such compounds alsopossess useful hypotensive activity. 15 

^ This^ invention provides pharmaceutical compositions containing the compounds 
of formulae I and la as anti-gout, anti-hyperuricemic and hypotensive agents. The 
said pharmaceutical compositions of the present invention contain a compound of 
formula I or la, or a non-toxic salt thereof, or an N-oxide of the pyridine nitrogen 
20 together with a pharmaceutical carrier that is either a solid, a sterile injectable 20 

liquid, or a liquid containing a preservative, a flavouring or sweetening agent or a 
suspending, dispersing or emulsifying agent 

The invention also provides a method of treating gout and hyperuricemia in non- 
human animals by the administration of effective amounts of the said compounds to a 
25 host requiring them. r 25 

The said N-oxides, the compounds in which R x is other than hydrogen the 

™^Tt % wW ^L%la is is 2 "» ria A 3-pyridyl, aikyl)-2- 

pyndyl or (Q^ aIkyl)-3-pyndyl, and the nontoxic salts , of these compounds are 
. * novel, and such compounds, and pharmaceutical compositions containing such com- 
w pounds with a pharmaceutical carrier, constitute other embodiments of the invention 30 
u , ^ no S g s^ble values of R a . are methyl, ethyl, butyl, amyl, acetyl, propionyl, 
butyryl, dimethylcarbampyl, diethylcarbamoyl and dipropylcarbamoyi It is preferred 
. however that R x be hydrogen. 

* •J^ hen J ? 3 , ™ J* 1 ^P 11 ^ 1 °r alkylpyridyl radical, and when R s is an alkyl- 

»5 pyndyl radical, the alkyl group(s), which, if more than one, may be the same or 35 
different, are preferably methyl, ethyl or »-propyi The pyridyl or alkylpyridyl sub- 
sutuent may be any one of the possible isomers. In the preferred active compounds, 
R 3 is phenyl or '^pyridyl and R* is 4-pyridyL The compounds in which R t is hydrogen 
and Rs is 4-pyndyl are not novel,, though they have good activity. 

The non-toxic salts of the l£,4-lxiazoles include the alkali metal and alkaline- 
earth metal salts such as the sodium> potassium and calcium salts. Also included are 
the aad-addiuon salts and quaternary salts of the. pyridyl nitrogen atom, examples 
bong Mthe methiodides, ethiodides, hydrochlorides, sulfates, tartrates and oxalates. 

Th e compositions of the present invention containing an active compound as 

5 defined above are preferably in the form of a solid orally administrable dosage unit 45 
such as tablets or capsules, or as solutions or suspensions of the type represented by 
syrups and elixirs. The amount of active ingredient in the pharmaceutical composition 
may be varied within reasonable limits depending upon such factors as pharmaceutical 
elegance and the amount of drug desired at each administration. It is convenient to use 

? solid unit dosage formulations containing from 25 to 500 milligrams of active ingre- 50 
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dient, and liquid preparations containing from 5 to 40% by weight of active 
ingredient. 

These compositions may be made by any of the known pharmaceutical methods. 
For example, for tablets the triazoles are compounded with an inert pharmaceutical 

5 carrier which may contain a suitable binder, for example, gums, starches, and sugars. 

They may also be incorporated into a gelatin capsule with or without a diluent, or 
formulated into elixirs, syrups or suspensions which have the advantage of being 
susceptible to manipulations in flavor by the addition of standard natural or synthetic 
flavoring materials. The compound is generally administered in compositions which 

10 are so proportioned as to afford a dosage of 30 mg. to 1.5 gm. per day as the effective 
amount. The preferred oral dosage level is about 100 — 800 mg. per day. 

The following examples of formulations, in which mesh, screen and capsule sizes 
are U.S. standards, serve to illustrate typical tablet, capsule, and elixir formulations 
containing the therapeutically active triazoles of this invention: 

FORMULATION I 

Compressed' Tablet Comprising 0.5 gm. of 
Active Ingredient 



Ingredient 


Amount — Mg. 


H3-pyridyl)-5-(4-pyridyl)-lA4-triazole 


500.0 


Starch paste — 12£%, 100 cc allow. 


12.5 




512,5 


Starch, U.SJ\ Corn 


25.0 


Magnesium stearate 


5.5 




543.0 



The 3-(3-pyridyl)-5^4-pyridyl)-l,2,4-triazole is granulated with the starch paste and 
while moist passed through a No. 14 screen, dried at 45 °C. for 20 hours, and then 
passed 3 times through a No. 14 screen. The starch is then passed through a No. 90 
bolting cloth onto the granulation, and all ingredients are blended thoroughly. The 

20 magnesium stearate is passed through a No. 90 bolting cloth onto the granulation 
product, and these ingredients are blended, after which the granulation product is 
compressed into tablets using a 14/32" flat, bevelled, scored punch having a thickness 
of 0.205 ±0.005" yielding 1,000 tablets each weighing 0.543 grams. 

A similar tablet amtaining 3 ,5 -di-(4-pyridyl)-l ,2,4-triazole is preparde by fol- 

25 lowing the above procedure and using the di-(4-pyridyl)-triazole as starting compound. 



FORMULATION II 
Encapsulation — For 350 mg. Capsule 



Ingredient 


Amount — Mg. 


3-phenyl-5-(4-pyridyl)-lA4-triazole 


250 


Lactose 


93 


Talc 


7 
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The lactose, talc and the 3-phenyl-5-(4^>yridyl)-1^2,4-triazole are blended in suitable 
blending equipment, and encapsulated into a No. 2 capsule at a target weight of 
350 mg. 



FORMULATION III 
Liquid Suspension — Formula 



Ingredient 


Amount — g./l. 


Veegum H.V. 


3.0 


Water 


150.0 


Methyl paraben 


1.0 


l-methyl-3,5-dl(4-pyrid^>lA4-triazole 


50.0 


..Kaolin 


10.0 


; Flavor 


1.0 


; Glycerin, 9.5 grams to 1 liter 





5 Suspend the Veegum in water with vigorous agitation, add the methyl paraben and 5 

ajlow the mixture to stand overnight to ensure complete hydration of Veegum. In a 

separate vessel suspend the l-memyl-3,5^^4-pyridyl)-l^,4-triazole in about 750 

cc. of glycerin. Add the kaolin and stir until homogeneous. Slowly add the aqueous 
' dispersion of Veegum and methyl paraben. Add the flavor and continue agitation for 
10 T hour to ensure homogeneity. Q.S. with remaining glycerin to 1:1. Stir until k 

homogeneous. 1 Teaspoonful contains 250 mg. of l-methyl-3 ,5 -di-(4-pyridyl)-l,2, 4- 

triazole. ■ 

Representative compounds which are part of the present invention and which may 

be formulated as described above are: 
15 3,5^(2-pyridyl)-l,2,4-lxiazoie, If 

5^4-pyridyl)-3^2-memyl^pyridyl>l,2,4-triazole, 

3,5-bis(2-memyl^pyridylH^,4-tria2ole, 

5n(4^yridyl)-3^,6^imiemy^ 

3^-bis<2,6^dimemyl-4-pyxidyl>l^,4-triazole, 
20 l-butyry^^^pyridylH^^triazole, 2( 

l-acetyl-3,5-^(4-pyridyl)-l,2,4-tria2ole, 

l^yl-3,5^(2-pyridyl>-lA4-triazole, 

l^arbamoyl-3^-d^-pyridyl>-lA4-triazole 3 

3,5-di(4-pyridyl)-M,4-triazole, 
25 3-phenyl-5-(4-pyridyl-N-oxide)-lA4-tria2ole, 2* 

3,5^{4-pyridyl)-l,2,4-triazole hydrochloride, and 

3^4,6^trimethyiphenyl)-5^2-memy sulfate. 

The compounds of Formulas. I and la can be prepared by the series of reactions 
set forth in the following flow diagram : 
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where Rj, and R 5 are as defined above, and W is a alkyl group. 

As can be seen from the above reaction scheme, a substituted hydrazine com- 
pound, for example nicotinoylhydrazine, is reacted with an imino ester in a suitable 

5 solvent Either low boiling solvents such as methanol, ethanol, or nitromethane, or 
high boiling solvents such as decahydronaphthalene, xylene, or dimethylsulfoxide may 
be used. When low boiling solvents are used, the product of the reaction is usually 
the intermediate acylamidrazone. A reaction time of 3 — 20 hours at temperatures 
from room temperature to the reflux temperature of the solvent is suitable. The 

10 intermediate acylamidrazone II (III) may be converted to compound I (la) by 
heating, eg. in the absence of solvent at temperatures between 125 — 300° C for from 
15 minutes to 1 hour or in higher boiling solvents at or near the reflux temperature of 
the solvent for from 1 to 20 hours. The final cydized product is isolated and purified 
by known techniques. When high boiling solvents are used, the reaction is conveniently 

15 carried out at or near the reflux temperature of the solvent. The preferred temperature 
range is from 100° to 200°C. The reaction time is dependent upon the particular 
temperature range. The reaction is carried out without isolation of the intermediate 
compound and the final cyclized product is isolated and purified by techniques known 
in the art. For example, the product may be crystallized from a suitable solvent, such 

20 as methanol or ethanoL As can be seen from the above reaction diagram, -where R 2 is 
other than hydrogen, the selection of the particular hydrazine compound and the 
particular imino ester will depend upon which substituent is desired in the 3 and/or 
5 position. 

Alternatively, the 1,2,4-triazoles described herein may be prepared by reacting a 

25 suitable carbonitrile such as, for example, 4-cyanopyridine, with an alkali metal such 
as sodium or potassium in a d_- alkanol to form the imino ester. The solution of the 
intermediate is then reacted with a suitable carboxylic acid hydrazide, f or example 
pyridinecarboxylic acid hydrazide, in a suitable solvent, such as methanol or ethanol. 
The reaction rnixture is first heated, preferably at reflux temperature, for about 1 — 2 

30 hours, after which the reaction mixture is concentrated by removal of the solvent, and 
the solid intermediate is heated at elevated temperatures, preferably at a temperature 
between 100 — 3Q0°C, for from about 15 minutes to several hours. The product is 
collected by known techniques. Where high boiling solvents are used, the reaction is 
conveniently carried out at or near the reflux temperature of the solvent The preferred 

35 temperature range is 100 — 200°G, the preferred reaction time being dependent upon 
the temperature range. 

Those compounds having a substituent in the 1 position may also be prepared 
by reacting a substituted triazole in which R x is a hydrogen atom with an appropriate 
alkylating, acylating or carbamoylating agent. Where R, and R 0 are both different 

40 substituents, a mixture of compounds is obtained in those cases where R a is other than 
hydrogen, i.e., the substituent may be substituted on either one of the adjacent 
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nitrogen atoms in the triazole ring. For example, where the substituent is a Ca__ 0 
alkanoyl group such as an acetyl or butyryl group, the triazole is reacted with the 
appropriate aikanoic anhydride such as, for example, acetic anhydride or butyric 
anhydride. Where the substituent in the 1 position is an alkyl group, alkylation is 

5 achieved by reacting the sodium salt of the triazole with an alkylating agent, for 5 

example, dimethyl sulfate. Alkylation of the 1,2,4-triazoles generally occurs in the 
1 position. Where the alkyl group is a methyl group, methylation can be achieved by 
reacting the triazole with diazomethane in a suitable solvent,, such as diethyl ether. The 
1 -carbamoyl compounds may be synthesized by reacting the parent compound with a 

10 carbamoyl halide, (Cx—s alkyl)carbamoylhahde or di (Q-j alkyl)-carbamoyl halide i( 
in an inert solvent such as tetrahydrofuran. 

An alternative method for preparing those compounds having an alkyl group in 
the 1 position consists of first reacting a nitrile, for example, 4-cyanopyridine, with 
sodium in an alcoholic solvent, such as methanol, at room temperature and adding to 

15 the resulting solution a hydrazide, for example, and N-^Q^ alkyl)-isomcorinic add 1! 
hydrazide. The reaction mixture is heated, generally at reflux temperature, and the 
alkylated triazole is isolated by known techniques : For example, the solution may be 
concentrated, and the solid product collected by filtration. Depending upon the nature 
of the substituent, either the final cyclized product is obtained or the intermediate 

20 acylamidrazonei In the case where the intermediate aeylamidrazone is obtained, the. 2< 
intermediate may be heated without a solvent at about 100 — 3G0°C. for from about 
15 minutes to several hours, or it may be heated in a high boiling solvent at a tem- 
perature from 100 to 200° C. for from 1 to 20 hours. 

The following examples are given for the purpose of illustration of the invention. 

25 EXAMPLE 1. 2 

5-(4-PyridyI)-3-(2-memyl^ 
. Sodium (0.4 gram) is added to 4-cyanopyridine (8.3 grams, 0.08 mole) in 
methanol, and the solution is allowed to stand for 30 minutes at room temperature. A 
suspension of 2-methyhsomcotinic acid hydrazide (0.07 mole) in methanol (160 ml.) 

30 is added, and the resulting solution is heated at reflux temperature for 30 minutes. 3 
After cooling,, the intermediate aeylamidrazone is collected by filtration. The acyclic 
intermediate is then heated at 260°C. for 15 minutes, after which the reaction is 
cooled to room temperature. Upon recrystallisatlon from acetotoitrile-water, 5-(4- 
pyridyl)-3-(2-memyl^pyridyl)-l434-triazole is obtained, m.p. 245 — 248°C. 

35 EXAMPLES 2—9. 3 

The following compounds are prepared by the reaction procedure described in 
Example 1 : 
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EXAMPLE 11. 
l-Metliyl-a^-di^pyridyQ-lA^txiazole 
To a solution of 4-cyanopyridine (4.1 grams, 0.04 mole) in methanol -(60 ml*) is 
added sodium (0.2 grams). The resulting solution is allowed to stand at room tern- 
5 perature for half an hour and is then added to a solution of N-methyUsonicotinic acid 5 
hydrazide (6 grams, 0.04 mole) in methanol (80 mi). The solution is remixed for 3 
hours and is then concentrated until a solid separates out of solution. The solid is col- 
lected by filtration and, upon recrystallization from ethanol, l-methyl-3,5-di(4-pyridyl)- 
1,2,4-triazole is obtained, m.p. 168-^-1 70°C 

EXAMPLE 12. 10 
10 l-Methyl-3-(^pyridyl)-5^4-pyridyl-l^xide)-l,2,^triazole 

To a solution of 4^anopyridine^N-omde (4.1 grams, 0l04 mole) in methanol 
(60 ml.) is added sodium (0.2 gram). The resulting solution is allowed to stand at room 
temperature for half an hour and is then added to a solution of l-isonicotinoyl-2- 
methylhydrazine (6 grams, 0.04 mole) in methanol (80 ml.). The solution is remixed 15 
15 for 3 hours and is then concentrated until a solid separates out of solution. The solid 
is collected by nitration, and, upon recrystallization from ethanol, l-methyl-2-(4- 
pyridyl)-5-(4-pyridyl-l-oxide)-l > 2,4-triazole is obtained, m.p. 219 — 221°C. 

EXAMPLE 13. 

l-Dimethylcarbamoyl-3,5-ctf(4-pyric^^^ 20 
20 To 2.13 g. (0.01 mole) of 3^-di(4-pyridyl)-lA4-triazole in 200 mL of tetra- 

hydrofuran is added 57% sodium hydride in mineral oil (0.42 g., 0.01 mole). The 
reaction mixture is heated at reflux for 1 hour, cooled and a solution of dimethyl- 
carbamoyl chloride (1 g., 0.01 mole) in 10 ml. of tetrahydrofuran is added dropwise. 
The reaction mixture is heated at reflux for 4 hours, cooled> filtered and concentrated 25 
25 to an oil which solidifies. After recrystallization from benzene 1.2 g. of 1-dimethyl- 
carbamoyl-3^KuX4rpyridyl)-l 3 2,4-triazole, which melts at 140 — 141.5 °C, is obtained 
WHAT WE CLAIM IS: — 

1. A composition useful for the treatment of hyperuricemia that comprises, as 
active ingredient, a compound of the formula : 



30 




30 



or a non-toxic salt thereof or an N-oxide of the pyridine nitrogen thereof, together with 

a solid pharmaceutical acceptable carrier, where represents hydrogen, Q.^ alkyl, 35 

35 C,_ a alkanoyl, carbamoyl, (Q- 5 alkyl)carbamoyl or di (C lT _ A alkyljcarbamoyl, R s 
represents phenyl, (Q_ 3 alkyl)-phenyl, pyridyl or (Cx_ a alkyl)-pyridyl and R a repre- 
sents pyridyl or (Q_ 5 alkyl)-pyridyl. 

2. A composition as claimed in Claim 1, in unit dosage form containing from 
25 to 500 mg of active ingredient. 

40 3. A composition as claimed in Claim 1 in the form of a tablet or capsule. 40 

4. A composition useful for the treatment of hyperuricemia that comprises, an 
active ingredient, a compound of either of the formulae set forth in Claim 1 or a non- 
toxic salt thereof or an N-oxide of the pyridine nitrogen thereof in a sterile injectable 
liquid. 

45 5. A composition useful for the treatment of hyperuricemia that comprises, as 45 

active ingredient, a compound of either of the formulae set forth in Claim 1 or a 
non-toxic salt thereof or an N-oxide of the pyridine nitrogen thereof, together with, 
a liquid containing a preservative, a flavouring or sweetening agent or a suspending, 
dispersing or emulsifying agent 
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6. A composition as claimed in Claim 5 in the form of a syrup or elixir. 

7. A composition as claimed in any one of Claims 1 — 6 in which Ri is hydrogen 
and R, is 4-pyridyL m b 

8. A composition as claimed in any one of Claims 1—6 in which the active in- 
5 gredient is 3 > 5-di{4-pyridyl)-l A4-triazole. 

9. A composition as claimed in Claim 1, substantially as hereinbefore described 
in Formulation I or II. 

10. A method of treating gout and hyperuricemia in non-human animals that 
comprises administering to such an animal suffering from gout an effective amount 

10 of a compound of either of the formulae set forth in Claim 1 or a non-toxic salt or an 
N-oxide of the pyridine nitrogen thereof. 

11. A method as claimed in Claim 10 in which the daily dosage of the compound 
is from 30 mg to 1.5 g. 

12. A method as claimed in Claim 10 or 11 in which the compound is 3,4-di(4- 

15 pyridyl)-l>2,4-triazole. 

13. A compound of the formula : 



ft 



*f 

or 



20 in which K\ is C^ 3 alkyl, alkanoyi, carbamoyl, (Q^ alkyl)-carbaraoyl or 2 
di(Ci- 3 alkyl)-cambamoyl and R 3 and R3 areas defined in Claim 1. 

14. An N-oxide of the pyridine nitrogen of a compound having the formula : 



in which Ru R 4 and R« are as denned in Claim 1. 
25 15. An Nroxide of the pyridine nitrogen of a compound having the formula : 2 



in which Ri, R 3 and R 3 are as denned in claim 1. 
16. A compound having the formula 



XL 



H 



30 



in which R^ is as denned in claim 1 and R' 3 is 2-pyridyl, 3-pyridyl, (Ci_ 5 alkyl)-2- 
pyridyl or (d_ 5 alkyl)-3-pyridyl. 
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17. A non-toxic salt of a compound as claimed i& claim 13. 

18. A non-toxic salt of a compound as claimed in claim 16. 

19. The process that comprises reacting a compound of the formula 

O 



R 3 — I— * 



■NH — NH- 

5 with a compound of. the formula 

NH 

10 and heating the resulting intermediate of formula 



1C 



— CO — NH— NIL C = NH 

to produce a compound as claimed in claim 16, where W is alkyl and R-, and 
15 R' 3 are as defined in claim 16. V. 
20. The process that comprises reacting a compound of the formula 

R 3 — CO — N.NHNHR' 2 

with a compound of formula R 5 .C(OW)=NH to produce an intermediate compound 
of the formula R 3 — CO — NH.NR / 1 .C{R 5 )=NH or reacting a compound of the formula 
20 R 3 — CO — NH — NHR' X with a compound of formula R^ — C(OW) = NH to produce 2( 
an intermediate compound of formula R a — Q>— NH — NR^/C(R % ) = NH, and heating 
the intermediate compound to produce a compound as claimed in claim 13, Rg and 
R s being as defined in claim 1, R\ being as defined in claim 13 and W being Q_ 5 
alkyL 

25 21. The process that comprises reacting a compound of the formula : 2f 

"XX 

where R 3 and R 3 are as defined in Claim 1, with an alkylating agent to produce a 
compound of general formula: 

30 22. A process that produces a compound as claimed in Claim 16, substantially as 3 

hereinbefore described in Example 5 or 7. 

23. A process that produces a compound as claimed in Claim 13, substantially as 
hereinbefore described in Example 10, 11 or 13. 

24. A process that produces a compound as claimed in Claim 14 or 15, substantially 
35 as hereinbefore described in Example 12. 3 
25. A compound as claimed in Claim 16, when prepared by a process as claimed 
in Claim 19 or 22. 

^, 26. A compound as claimed in Claim 13, when prepared by a process as claimed 

m Claim 20, 21 or 23. 

40 27. A compound as claimed in Claim 14 or 15., when prepared by a process 4 

as claimed in Claim 24. 

28. A pharmaceutical composition containing a compound as claimed in any one 
of Claims 13 — 18 and 25 — 27 together with a pharmaceutical carrier. 

29. A composition as claimed in any one of Claims 1 — 6, in which the active 

45 ingredient is a compound as claimed in any one of Claims 13 — 18 and 25 — 27. 4 
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